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DETAILED ACTION 

The applicant's response filed 2/13/07 to the Office action has been entered. Claims 21- 
34 and 42-43. 

1 . The rejection of claim 43 under 35 U.S.C. 1 12, first paragraph, as failing to comply with 
the written description requirement is withdrawn because of the amendment. 

2. The rejection of claim 22-24 and 43 under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention is withdrawn because of the amendment. 

3. Claims 21-31, 33-34 and 42-43 remain rejected under 35 U.S.C. 102(b) as being 
anticipated by Schmidt et al. (WO 99/02728, issued January 21, 1999). 

Schmidt et al. disclose that a series of DNA fragments is provided by contacting a 
template in the present of DNA polymerase with a mixture of nucleotides sufficient for 
hybridizing to the template for forming a second strand of DNA complementary to the template. 
The mixture comprises a set of four probes containing all four nucleotides for hybridizing to the 
template in which the nucleotide of each probe comprises a modified nucleotide, which is 
capable of polymerizing to the second strand of DNA, but blocked to prevent further 
polymerization and which is cleavably attached to the mass label. The mass label is identified by 
mass spectrometry for the modified nucleotide (See pg. 3, paragraph 5 and pg. 4, paragraph 1). 
The mass label is corresponding to a modified nucleotide so that the nucleotide present in the 
target template may be deduced (See pg. Paragraph 4). The cleavage is done by photolysis or 
chemical cleavage (See pg. 12, paragraph 2, pg. 13, paragraph 2, pg. 46, paragraph 4). Ligating 
is also used to produce extended products (See pg. 12, paragraph 1 and3). The cleavable tag is a 
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3' cleavable tag (See pg. 46, paragraph 5, fig. 4a and fig. 13) in which the cleavable tag is 
attached to the 3' end. 

Schmidt et al. do not explicitly disclose the cleavable tag is an acid or base cleavable tag 
as recited in claims 29 and 30. However, Schmidt et al. disclose that the cleavage is done by 
photolysis or chemical cleavage (See pg. 12, paragraph 2, pg. 13, paragraph 2, pg. 46, paragraph 
4). This teaching is inherent that the cleavable tag is an acid or base cleavable tag. Thus, the 
teachings of Schmidt et al. anticipate the limitations of Schmidt et al. 

The response argues that Schmidt et al. do not disclose a method of determining a nucleic 
acid sequence that results in the production of cleaved tag and an extension product wherein the 
extension product includes the at least one complementary nucleotide that is hybridized to the 
template nucleic acid sequence, while Schmidt et al. disclose that a population of tagged 
extension products is dissociated from template nucleic acids, then the individual extension 
products are separated prior to cleavage and detection of the tag (See pg. 2, last paragraph to pg. 
3). However, based upon the disclosure of the specification, prior to cleavage of the tag from the 
extended base on the DNA template, the excess, unincorporated $dNTPs are preferably removed 
from the extension reaction, the tags may be removed by any of a variety of washing or rinsing 
procedures that separate the excess, unincorporated dNTPs from the extended DNA template, 
and in one preferred embodiment, the extension reaction is contained within a chamber that has 
an attached filtration membrane, e.g., an ultrafiltration membrane, that allows small molecules 
such as water, salts, and cdNTPs to pass through, while retaining large molecules such as ssDNA 
(See pg. 3 [0018], [0030], [0048] of US 2004/0033522). So there is some type of separation of 
the extension products from the extension reaction before the cleavage of the tag. In addition, the 
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phrase "away from said extension product" is interpreted as that the cleaved tag is separated 
from the extension product* Based upon the analysis above, the rejection is maintained. 

4. Claim 32 remains rejected under 35 U.S.C. 103(a) as being unpatentable over Schmidt et 
al. (WO 99/02728,' issued January 21, 1999) as applied to claims 21-31, and 33-34 in view of 
Cheeseman et al. (5,302,509, issued Apr. 12, 1994). 

The teachings of Schimidt et al. are set forth in section 3 above. Schimidt et al do not 
disclose that the cleavable tag is a fluorescent tag. 

Cheeseman et al. disclose a method for determining the sequence of nucleotides on a 
single strand DNA in which the cleavable tag is a fluorescent tag (See column 2, lines 57-59 and 
column 6, lines 11-13). 

One of ordinary skill in the art would have been motivated to apply a fluorescent tag for 
the cleavable tag because Cheeseman et al. apply the fluorescent for the cleavable tag for nucleic 
aid sequencing. It would have been prima facie obvious to apply a fluorescent tag for the 
cleavable tag for nucleic acid sequencing. 

The response does not have specific argument regarding the rejection. With the same 
reasons as set forth in section 3 above, the rejection is maintained. 

NEW GROUND REJECTION IS NECESSITATED BY THE AMENDMENT 

Claim Rejections - 35 USC § 112 

5. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 
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6. Claim 43 is rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with the 
written description requirement. The claim(s) contains subject matter, which was not described 
in the specification in such a way as to reasonably convey to one skilled in the relevant art that 
the inventor(s), at the time the application was filed, had possession of the claimed invention. 
The newly added limitation wherein said extension product is not separated from said^sample" 
has no support in the specification because in the specification, it discloses that prior to cleavage 
of the tag from the extended base on the DNA template, the excess, unincorporated cdNTPs are 
preferably removed from the extension reaction, the tags may be removed by any of a variety of 
washing or rinsing procedures that separate the excess, unincorporated dNTPs from the extended 
DNA template, and in one preferred embodiment, the extension reaction is contained within a 
chamber that has an attached filtration membrane, e.g., an ultrafiltration membrane, that allows 
small molecules such as water, salts, and cdNTPs to pass through, while retaining large 
molecules such as ssDNA (See pg. 3 [0018], [0030], [0048]. [0049] of US 2004/0033522). By 
doing so, the extension products are separated from the sample. Thus, the new limitation has no 
support in the specification. It constitutes f new matter. 

7. Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
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will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

8. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Joyce Tung whose telephone number is (571) 272-0790. The 
examiner can normally be reached on Monday - Friday, 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on 571 272-0782. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Joyce Tung 
April 18, 2007 




PRIMARY EXAMINER 



